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Dr. Joshua Lederberg 
Department of Genetics 
UnivcrsiQ of ~iisconoin 

;&G&son 6, 8isconsin 

Dear Josh, 

Sorry that 1 haven't answered your let&or before this, but I have 
been tqing to decide exactly yrhat I want to do. A good many oftim mutants for 
M lich f asked you have been isolated by US. -Je have the Cst + Gel - by reco~;?- 
bination, as Trell as the melibiose negative, arabinose negative, end other 
galactose negative mutants. The onl;r lac - mutants of K 12 that me have, are 
the Laq-. I should like to have the whole series of 1~ - mutants. I donlt 
want to put you to a great deal of trouble, as it i*till be severAl Llonths before 
I can take up this problem qain. I am in the process of preparing good antisera. 

I tilowht you m ight be interested in knowing what we're ip, to these 
days. ;r;e have been looki.ng into a phenomenon which we cell "specific inhibitionll. 
Cm the assumption that constitutive enzpnes are constitutive only because their 
inducers are spontaneousl y  synthesized intermediates in cell metabolism, we tried 
to see whether analo~ues of supposed inducers would inhibit constitutive enzy~ 
synthesis. cne of the &most obvious analo~ues is the 
He uncovered three systems IAich worked beautifully. 
sidasex is inhibit&d by galactose; the tryptophane 
the methionirle - synthase (enzyme convertirg homocysteine to metM.onir~) by methio- 
rine . Those three cases are extremely encouraging, and I donat think it ~5.11 be 
too 10% before ‘rfe have proof of the hypotfiesfs. 

The mechanism of the diauxie has been clarified G lucose inhibits 
indW5ion ofp galactosidase, not by competi~ for precursors, but b;r block- 
one of the early steps (probablj; i&e pnetration) of inducer metabolism. This can 
be shown by treating concentrated non-g rmhig cell suspensions with an inducer 
and then diluting them out into $ucose, so that external inducer can no 10%~ 
act. 'X'hcre is synthesis of the enzyme, which follows a Iqqxrbolic curve. 

'%e have started Hark on three new enzymes, the 01 -g&Lactosidase of 
K 12, a p glucosidase of yeast, and a glucose-oxidase of niisseria. So far, 
we have nothiq but confirmation of what we have found with p galactosidase. 

The isotope work to see whether there are any precursors I of 
galactosidase, is Corning aloe painfully, but we are now at the stage where the 
enzyme can be isolated from other cellular proteins. fie hope to have the 
answers in a few months. 

gander whether you V&U be coming to the In&&%ation& ChngreSs in 
3ome this year* 


